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Column E Explanation (#1 ) 

Registration Number: 95-R-0002 (Customer #1 9) 

Number of animals used in the study. 4 

Species (common name) of animals used in the study: Rabbits 

Explain the procedures producing pain and/or distress. 

Four (4) New Zealand White rabbits were used by one University of Hawaii (UH) Principal 
Investigator (PI) in the continuation of a study entitle d Immune Pathways as Prerequisite for 
Adiuvants’ Efficacies”. The overall goal of this study is to assess immunological requirements for 
adjuvant’s efficacies. The PI largely uses mice that are genetically deficient in a number of 
selected immune mediators and evaluate the immun^potentiating activities of several non-toxic 
adjuvants in inducing antibody and cell mediated immune responses to a candidate malaria 
vaccine. The PI extended the evaluation of the efficacies of the adjuvants to rabbits. The PI 
justifies that a better understanding of the mode of action of adjuvants will allow rational design of 
the next generation of adjuvants with increased potency and further reduced toxicity 

The four rabbits assigned to the E pain and/or distress category were those animals that received 
Complete Freund’s Adjuvant (CFA) which is considered to cause some discomfort at the injection 
sites. The PI affirms that currently CFA is the only adjuvant they have tested so far in combination 
with a malaria vaccine that can induce parasite inhibitory antibodies. Since they are comparing 
the efficacy of different forms of the malaria vaccine in rabbits, they need to use an adjuvant that 
can reliably induce parasite (malaria) inhibitory antibodies. /\s such, to compare the efficacy of 
different vaccines, the Pi’s research group required the use of CFA. 

The rabbits that were treated with CFA did not appear to be in any distress during the study. 

Provide scientific justification why pain and/or distress could not be relieved. State niethods or 
means used to determine that pain and/or distress would interfere with test results. (For Federally 
mandated testing, see Item 6 below). 

If the rabbits that were treated with CFA were observed to exhibit behavior that was associated 
with pain and/or distress, the animals would have been removed from the study by the PI. The 
University attending veterinarian would have then administered pain-relieving drugs and 
medications. 






f 


The PI explained that adjuvants are once thought of as non-specific potentiators of immune 
responses. The PI asserts there is mounting evidence that adjuvants can have effects on the 
quality of immune responses; namely, they can affect the specificity of immune responses. The 
PI’S laboratory found that using CFA together with a malaria vaccine enables animals to develop 
specific anti-malaria antibodies that kill the malaria parasites. While other non-toxic adjuvants can 
induce antibodies to the malaria parasites, these antibodies have been do not kill the parasites. 
CFA is able to induce a special type of antibody that most other adjuvants cannot. One of the 
research objectives is to replace CFA with other non-toxic adjuvants during immunization with 
malaria vaccines. Because the PI does not know what kind of antibody will kill the malana 
parasites, they need to use CFA as a positive control adjuvant for the malaria vaccines. 

Therefore, if animals that receive CFA/maiaria vaccines do not develop parasite killing 
antibodies the PI suspects that the vaccine itself has not been optimized. If other adjuvants in 
combination with malaria vaccines do not induce parasite killing antibodies, but, the CFA/malaria 
vaccine does, then the PI can conclude that the non-toxic adjuvants that are being tested are not 
efficacious. If this is the case, then the research will move on to test other non-toxic adjuvants. 


What, if any, fedeal regulations require this procedure? Cite the agency, the code of federal 
regulations (CFR) title number and the specific section number (e.g., APHIS, CFR 1 13.102):/Vof 
Applicable (N/A) 


Agency: (N/A) CFR: (N/A) 
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.SSURANCE STATEMENTS 


1 ) Prof^onally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anestetic. analgesic, and tranquilizing dnjgs, prior to. during, and following actual res 
teachir^, testing, surgery, or experimentation were followed by this research facflity. 

2) Each principal investigator has considered aHematives to painful procedures. 

3) This facility is adhenng to the standards and regulations under the Act, and it has'required that exceptions to the standards and regulations be specified and explained by the principal investigator and a( 
Instrtutional Animal Care and Use Committee (lACUC). A summary of all such exceptions U attached to this annual report In addition to identifying the lACUC-approved exceptions, this summary i 
brief explanation of the exceptions, as well as the species and mxnber of animals affected. 

4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use. 
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